The introduction of aromatase inhibitors (AI) has provided more options for adjuvant treatment of postmenopausal women; they are associated with improved disease-free survival, but less commonly with improvements in overall survival. Current evidence suggests that women at high risk of recurrence, especially those with node-positive disease, should receive an AI for 2 years as part of their treatment, but routine prescription of AIs to postmenopausal patients with low-risk disease is not appropriate. Not only the expected benefits but also the specific toxicity of the prescribed hormone therapy, and its cost, should be considered when selecting treatment.
Introduction
In 1836, Sir Astley Cooper from St Bartholomew's Hospital in London described, in a patient suffering from breast cancer, a correlation between tumour proliferation and the menstrual cycle (Brock 1952) . Georges Beatson, a Glasgow surgeon, undertook the first hormone-targeted therapy in 1896, performing oophorectomy in two premenopausal women with breast cancer. Castration resulted in cancer control for 5 and 8 years. Beatson (1896) concluded that 'the ovaries are the seat of the exciting cause of carcinoma, certainly of the mamma.'. It is now known that about 75% of breast cancers express oestrogen receptors and that tumour cell proliferation depends on oestrogen concentration (Harris et al. 2006) .
Medical hormone therapy started in the 1940s with the use of the non-steroidal oestrogen diethylstilbestrol (DES) that acted as an oestrogen antagonist in pharmacological concentration (Dodds 1948) . Tamoxifen, a selective oestrogen receptor modulator, was first prescribed in 1971 and showed similar efficacy to DES but better tolerance (Cole et al. 1971) . Since 1986, tamoxifen has been prescribed in the adjuvant setting to postmenopausal patients with axillary lymph node involvement, and since 1990, it has been administered to both premenopausal and postmenopausal women with and without lymph node involvement (Early Breast Cancer Trialists' Collaborative Group 1998).
Oestrogens are produced by aromatisation of androstenedione to oestrone and testosterone to oestradiol. In premenopausal patients, this largely takes place in the ovary. In postmenopausal patients, this aromatisation mainly occurs in the adrenal glands, but also in adipose tissue, muscles and liver tissue, and there are still circulating oestrogens despite the loss of ovarian function. The active aromatase in postmenopausal women is different from the prevalent form in premenopausal women (Santen & Harvey 1999) . Aromatase inhibitors (AIs) have been designed to inhibit this aromatisation and reduce circulating oestrogen. Several generations of AIs were developed, with improved specificity and efficacy (Smith & Dowsett 2003) , and third-generation AIs in current use are the non-steroidal inhibitors anastrozole and letrozole and the steroidal inhibitor exemestane. These agents are specific for use in postmenopausal women and are ineffective in inhibiting the predominant aromatase of premenopausal women.
The available AIs have greater activity than tamoxifen as first-line treatment in postmenopausal women with metastatic breast cancer. These drugs increase the rate of tumour response and enhance progression-free survival from 6 to 10 months, but none of the randomised studies has shown an improvement in overall survival (Bonneterre et al. 2001 , Mouridsen et al. 2003 , Paridaens et al. 2008 . AIs are now being used as an adjuvant therapy for postmenopausal women with breast cancer, based on the results of several randomised studies comparing tamoxifen and AIs in various schedules (Table 1) . In this study, we review those studies and make recommendations about the use of tamoxifen and AIs as adjuvant treatment for postmenopausal women with breast cancer.
Randomised studies with anastrozole ATAC trial
This randomised, double-blind study included initially three treatment arms: a reference arm consisting of tamoxifen for 5 years, an experimental arm with anastrozole for 5 years and a second experimental arm combining tamoxifen and anastrozole (Table 1; Baum et al. 2002) . The study included 9366 patients of whom 84% had a hormone receptor (HoR)-positive tumour, 8% an HoR-negative tumour and 8% a tumour with unknown HoR status. Axillary lymph node involvement was present in 35% of patients. In total, 22% of patients were also treated with adjuvant chemotherapy (Table 2) .
The primary endpoint of the study was disease-free survival (DFS), which involved monitoring of local or distant recurrences, new breast cancers, in situ breast lesions and deaths from any cause (Table 3 ; Baum et al. 2002) .
A first interim analysis was performed after a median follow-up of 33 months. DFS was identical between the reference arm and the experimental arm combining tamoxifen and anastrozole, and this experimental arm was discontinued (Baum et al. 2002) . The study continued with 6241 patients included in the two arms comparing tamoxifen and anastrozole alone. A second interim analysis performed after a median follow-up of 68 months showed significant improvement in DFS (hazard ratio (HR)Z 0.87; PZ0.01), significant reduction in recurrences (HRZ0.79; PZ0.0005) and significant reduction in distant recurrences (HRZ0.86; PZ0.04) (Howell et al. 2005) . There were also less controlateral breast cancers in the anastrozole arm (HRZ0.56; PZ0.01). These improvements were more pronounced in patients with HoR-positive tumours.
A third interim analysis performed after a median follow-up of 100 months continued to show, for women with HoR-positive tumours, significant improvement in DFS (HRZ0.85; PZ0.003), significant reduction in recurrences (HRZ0.76; PZ0.0001) and significant reduction in distant recurrences (HRZ 0.84; PZ0.022) (Forbes et al. 2008) . Absolute event reduction was 2.5% at 5 years (16.4 vs 13.9%) and 4.1% at 9 years (29.9 vs 25.8%). However, there was no difference in overall survival, either among all randomised women or the HoR-positive tumour subgroup.
With a follow-up of 120 months, there was no difference in overall mortality in the HoR-positive subgroup (Cuzick et al. 2010) .
Comparison of death rates at 33, 68 and 100 months of follow-up revealed that less deaths related to cancer recurrence were observed with anastrozole at 68 months, compared with tamoxifen, and the difference remained stable at 100 months (Table 4 ; Seruga & Tannock 2009 ). In contrast, there were fewer deaths unrelated to cancer recurrence in the tamoxifen arm, and this difference continued to increase with time. Thus, long-term follow-up is mandatory because the persistence of this trend could modify the results in favour of tamoxifen.
ARNO 95 trial
In the ARNO 95 study, women were randomised after 2 years of tamoxifen treatment to continue tamoxifen or to switch to anastrozole for the remaining 3 years (Table 1 ; Kaufmann et al. 2007 ). The study included 969 patients of whom 97% had an HoR-positive tumour and 26% had axillary lymph node involvement ( Table 2) . None of the patients received adjuvant chemotherapy. The primary endpoint was DFS, which included monitoring of local recurrences, distant recurrences, controlateral breast cancers and deaths (Table 3) .
After a median follow-up of 30 months, there was a significant improvement in DFS (HRZ0.66; PZ0.049) and overall survival (HRZ0.53; PZ0.045) in women who switched to anastrozole, corresponding to an absolute improvement of 4.2% in DFS (93.5 vs 89.3%) and 2.6% in overall survival (96.9 vs 94.3%). Table 3 Events considered for assessment of the primary endpoint (event-free, recurrence-free or disease-free survival) in adjuvant studies ATAC ARNO 95 ITA ABCSG 08 ABCSG 06a BIG 1-98 MA 17 IES NSABP B33 TEAM Endocrine-Related Cancer (2011) 18 R79-R89
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ITA trial
The ITA trial had a similar design to the ARNO-95 study in that women were randomised after 2-3 years of tamoxifen to continue tamoxifen or to switch to anastrozole (Table 1 ; Boccardo et al. 2006 ). The study included 448 patients, all with HoR-positive tumours and axillary lymph node involvement, and all of the patients had received chemotherapy before starting hormone therapy (Table 2 ). The primary endpoint was DFS, which included monitoring of locoregional and distant recurrences (Table 3) . After a median follow-up of 64 months, the sequential regimen resulted in a significant improvement in DFS (HRZ0.56; PZ0.01), with no significant improvement in overall survival.
ABCSG 8 trial
In the ABCSG 8 study, tamoxifen treatment for 5 years was also compared with the sequence of tamoxifen followed by anastrozole (Table 1) , but randomisation occurred prior to initiation of hormone therapy, and not 2-3 years after starting tamoxifen, as in the ARNO 95 and ITA trials (Jakesz et al. 2009 ). Initially, the study included 3901 women, of whom 25% had axillary lymph node involvement. None of the patients received adjuvant chemotherapy ( Table 2 ). The primary endpoint was event-free survival (EFS), which included monitoring of locoregional and metastatic recurrences, controlateral breast cancers and deaths from any cause ( Table 3) . The results of this study after median follow-up of 72 months were presented at the San Antonio Breast Cancer Symposium 2008 (Jakesz et al. 2009 ). Comparison of the treatment regimens was based on only 2922 women, the others being excluded for multiple reasons. EFS was significantly higher in women treated with the sequential regimen (HRZ 0.79; PZ0.038) as was overall survival (HRZ0.77; PZ0.025). As these conclusions do not apply to all the randomised women, caution should be taken when interpreting the results.
The results of this study were included in a meta-analysis with the ARNO 95 trial (Jakesz et al. 2005) , and then in a second meta-analysis with the ARNO 95 and ITA trials (Jonat et al. 2006) . However, the conclusions of these two meta-analyses are difficult to assess because the time of randomisation differed across the studies. In both meta-analyses, results of the ABCSG 8 trial were analysed beginning at the time of treatment switch and thus did not take into account the events that occurred during the first 2 years.
ABCSG 6a trial
This study evaluated the benefits of continuing anastrozole therapy after 5 years of hormone therapy (Table 1; Jakesz et al. 2007) . It was an extension of the ABCSG 6 trial, which compared 5 years of tamoxifen versus 5 years of tamoxifen combined with aminoglutethimide (an older and less specific AI) during the first 2 years (Schmid et al. 2003) . Women in the ABCSG 6 trial patients who did not have recurrence after 5 years of hormone therapy could be included in the ABCSG 6a trial, and 1135 patients underwent prerandomisation. Of these, 856 patients agreed to be included in the ABCSG 6a trial. Totally, 390 patients were assigned to the experimental arm receiving 3 years of anastrozole and 470 patients to the control arm, this unbalanced assignment being a potential cause of bias. Lymph node involvement was originally present in 25% of the women. None of them had received adjuvant chemotherapy ( Table 2) .
The primary endpoint was recurrence-free survival, which included monitoring of locoregional recurrences, distant recurrences and controlateral cancers (Table 3) . Continuation of hormone therapy beyond the first 5 years resulted in a significant increase in recurrence-free survival (HRZ0.62; PZ0.031), with no improvement of overall survival.
Randomised studies with letrozole BIG 1-98 trial
This double-blind study comprised four treatment arms: a reference arm of 5 years of tamoxifen, an experimental arm of 5 years of letrozole and two experimental arms of sequential treatment (tamoxifen followed by letrozole or letrozole followed by tamoxifen) (Table 1 ; Thürlimann et al. 2005) . The study included 8010 women randomised to the four treatment arms, with all tumours being HoR positive. Lymph nodes were involved in 43% of the women and 25% also received adjuvant chemotherapy ( Table 2 ). The primary endpoint was DFS, which included monitoring of locoregional recurrences, metastatic recurrences, controlateral breast cancers, any other cancer and deaths from any cause ( Table 1 ). The definition of DFS differed from that used in the ATAC trial (Table 3) .
Comparative results for 4922 women randomised to the two monotherapy arms were published after a median follow-up of 51 months (Coates et al. 2007 ). There was significantly better DFS (HRZ0.82; PZ0.007) for women treated with letrozole but no significant difference in overall survival or distant DFS between these treatment arms.
More recently, updated results were published after a median follow-up of 76 months for the monotherapy arms and 71 months for the sequential arms (Mouridsen et al. 2009 ). After being informed of the improved DFS obtained with letrozole at a followup of 51 months, 25% of the women on the tamoxifen arm had decided to stop tamoxifen and switch to letrozole, rendering the analysis at 76 months difficult. Analysis according to initially administered treatment showed that DFS was significantly higher in the letrozole arm (HRZ0.88; PZ0.03), with 56 additional events (565 vs 509) in the tamoxifen arm (nZ2459) compared with the letrozole arm (nZ2463). Again, there was no difference in the overall survival (HRZ 0.87; PZ0.08); although if women who had stopped tamoxifen in favour of letrozole were removed from analysis, the overall survival appeared to be significantly higher in the letrozole arm.
The letrozole arm was also compared with the two sequential arms, with a total of 4634 patients assigned to these three treatment groups (Mouridsen et al. 2009 ). There were no differences in DFS at 5 years: it was 87.9% in the letrozole arm, 87.6% in the sequential arm with letrozole followed by tamoxifen and 86.2% in the sequential arm with tamoxifen followed by letrozole.
These data were re-analysed in order to identify the subgroup that would benefit more from letrozole (Viale et al. 2011) . A composite prognostic profile incorporating clinicopathological data (tumour size, positive lymph nodes and vascular invasion) and biological tumour markers (tumour grade, oestrogen receptor (ER)%, progesterone receptor (PgR)%, Ki67% and HER2) was generated. This prognostic profile was able to predict the relative benefit of the treatment. Patients with high composite risk did better when treated with 5 years of letrozole. Any of the three letrozole-containing regimen appeared acceptable for patients with intermediate composite risk. Lowest risk patients did similarly well with letrozole monotherapy, sequential treatment or tamoxifen alone.
MA 17 trial
In this double-blind study, 5187 women, who had received adjuvant tamoxifen for 5 years, were randomised to receive either letrozole or placebo for up to 5 more years (Table 1 ; Goss et al. 2005) . Axillary lymph node involvement had been present in 45% of the women and 45% of them had received chemotherapy ( Table 2 ). The primary endpoint was DFS, defined as the interval between randomisation and occurrence of a locoregional recurrence, metastatic recurrence or controlateral breast cancer (Table 3) .
At a median follow-up of 30 months, there was a significantly better DFS in women receiving letrozole (HRZ0.58; P!0.001), whereas overall survival did not significantly differ between the groups (HRZ0.82; PZ0.3). Data analysis for the subgroup of patients with axillary lymph node involvement suggested an improvement in the overall survival for women who received letrozole (HRZ0.61; PZ0.04).
After publication of the initial results of the trial, 1579 patients from the placebo group chose to take letrozole, whereas 804 patients continued to take placebo (Goss et al. 2008) . The median interval between discontinuation of tamoxifen and initiation of letrozole was 33 months. After a median follow-up of 5.3 years, a significant improvement in DFS was observed in patients treated with letrozole, and the authors concluded that even delayed letrozole after discontinuation of tamoxifen could reduce the risk of recurrence and death. These conclusions should be taken with caution because the analysis was performed retrospectively on two non-equivalent patient groups.
Randomised studies with exemestane IES trial
In this double-blind study, 4724 women were randomised after 2-3 years of tamoxifen to continue tamoxifen or to switch to exemestane for the remainder of the 5-year treatment period (Table 1 ; Coombes et al. 2007) . Of these women, 86% had HoR-positive tumours, 48% had positive axillary lymph nodes at surgery and 32% had received adjuvant chemotherapy ( Table 2 ). The primary endpoint was DFS, which included monitoring of locoregional and metastatic recurrences, as well as deaths from any cause (Table 3) .
After a median follow-up of 56 months, DFS was significantly better in women treated with the sequential regimen (HRZ0.76; PZ0.0001), corresponding to an absolute difference in DFS of 3.3 and 3.4% at 2.5 and 5 years after randomisation respectively. No significant difference in overall survival was observed for all randomised women (HRZ0.85; PZ0.08), but there was significantly better overall survival in the subgroup of women with HoR-positive tumours who received the sequential regimen (HRZ0.83; PZ0.04).
Data were updated at the 2009 San Antonio Breast Cancer Symposium with a median follow-up of 91 months (Bliss et al. 2009 ). DFS remained significantly Endocrine-Related Cancer (2011) 18 R79-R89 www.endocrinology-journals.org better in the sequential arm (HRZ0.82; PZ0.0009) with an absolute difference of 4.4%. With the increased follow-up, overall survival was also significantly better for patients treated with exemestane (HRZ0.86, PZ0.04) with an absolute difference of 2.4%.
NSABP B-33 trial
This double-blind, placebo-controlled study assessed the benefit of exemestane treatment after 5 years of tamoxifen (Table 1 ; Mamounas et al. 2008) . The primary endpoint was DFS, which included monitoring of locoregional or metastatic recurrences, second cancers and deaths from any cause ( Table 3 ). The study started in 2001, with a plan to recruit 3000 women. Because the results of the MA 17 trial were presented in October 2003 showing improved DFS as a result of prolonging hormone therapy with letrozole, patient enrolment into the NSABP B33 trial was stopped, with 1598 patients included in the study. Data analysis at a median follow-up of 30 months showed a non-significant increase in DFS for patients who continued hormone therapy with exemestane (HRZ0.68; PZ0.07; Mamounas et al. 2008) .
TEAM trial
In this trial, 9775 women were randomised to a reference sequential arm consisting of tamoxifen followed by exemestane or to an experimental arm with 5 years of exemestane treatment (Table 1; Jones et al. 2009 ). The primary endpoint was DFS, which included monitoring of locoregional and metastatic recurrences, controlateral breast cancers, other primary cancers, and deaths from any cause (Table 3) . Among women in this study, 48% had lymph node involvement and 36% had received adjuvant chemotherapy (Table 2) .
With a median follow-up of 5.1 years, there was no significant difference in DFS between treatment arms (HRZ0.97, PZ0.6; Van de Velde et al. 2011) .
MA 27 trial
This study included 7576 menopausal patients and compared 5 years of exemestane to 5 years of anastrozole (Goss et al. 2010) . Axillary lymph node involvement had been present in 29% of the patients, and 31% of them had received chemotherapy. The hypothesis was the EFS improvement with exemestane. With a median follow up of 4.1 years, there was no difference in EFS (HRZ1.02 (0.87-1.18), PZ0.85) and overall survival (OS) (HRZ0.93 (0.77-1.13), PZ0.51) between the two arms.
Discussion
Regardless of the regimen, there was always an improvement in DFS when AI was included in the adjuvant hormone therapy for postmenopausal women with breast cancer. Comparison of the results among studies is difficult, due to the heterogeneous patient populations included in these studies, particularly with respect to axillary lymph node involvement and prescription of adjuvant chemotherapy. Moreover, there was substantial variability in the definition of DFS among the studies (Table 3) .
Most of the studies did not show significant improvement in overall survival. A meta-analysis performed by the Early Breast Cancer Trialists' Collaborative Group included the monotherapy arms of the ATAC and BIG 1-98 trials, gathering data on 9856 patients treated for 5 years with tamoxifen or an AI with a median follow-up of 5.8 years (Dowsett et al. 2010a,b) . Adjuvant treatment with an AI was associated with a non-significant 1.1% decrease in 5-year mortality due to breast cancer with almost identical 5-year overall survival. In the ATAC trial, which has the longest follow-up (100 months), death rates related to breast cancer progression were lower in the anastrozole arm, but this apparent benefit was completely offset by increased death rates due to other causes in the anastrozole arm (Table 4 ; Smith & Dowsett 2003) .
The meta-analysis also evaluated 9015 patients in trials that evaluated continued tamoxifen versus an AI after 2-3 years of initial treatment with tamoxifen (i.e. the switching strategy) and reported an absolute benefit of 0.7% in breast cancer mortality at 3 years after treatment divergence (PZ0.01; Dowsett et al. 2010a,b) . The meta-analysis also suggests a small but significant advantage in overall survival associated with the switching strategy, with a 3-year absolute gain of 1.1% (HRZ0.79; PZ0.002). The difference in recurrence in favour of switching (and presumably in survival) is largely observed in women with nodepositive breast cancer.
The fundamental aim of any treatment for cancer is to improve either the duration or the quality of survival. Some would argue that a decrease or delay in recurrence of breast cancer, even in the absence of an improvement in overall survival, is a worthy goal, because improved DFS might be expected to be associated with better quality of survival. However, differences in quality of survival will depend on the adverse events associated with treatment. Side effects of AIs and tamoxifen have been described in detail elsewhere (Conte & Frassoldati 2007 , Hadji 2008 ).
Both agents may cause exacerbation of menopausal symptoms, particularly in younger postmenopausal women, and cognitive changes (Agrawal et al. 2010) . A prospective trial with 18 neuropsychological tests showed that 64% of patients (nine out of 14 patients) receiving anastrozole without chemotherapy had cognitive declines (Collins et al. 2009 ). Tamoxifen causes endometrial hyperplasia and rarely a second tumour of the uterus; it can stimulate blood clots in women with a history of prior events such as deep vein thrombosis (Colleoni & Giobbie-Hurder 2010) . AIs are more likely to cause muscle and joint symptoms, and unlike tamoxifen, they cause bone loss and increased fractures (Colleoni & Giobbie-Hurder 2010) . The profile of cardiovascular toxicities among AIs is different in published trials. No difference in the incidence of cardiovascular disease was reported between anastrozole and tamoxifen in the ATAC trial (Forbes et al. 2008) , whether a trend towards an increased incidence of myocardial infarction was reported with letrozole in the BIG 1-98 trial (Coates et al. 2007) . Overall, the tolerance of women for AIs appears to be poorer than for tamoxifen and premature discontinuation of AI therapy might compromise the potential benefit of these treatments. A retrospective study evaluated the discontinuation and non-adherence to hormonal adjuvant therapy in 8769 patients with HoR-positive tumours (Hershman et al. 2010) . Over the 4.5-year follow-up, 20% of patients treated with tamoxifen were non-adherent to the prescription, whereas more than 40% of patients treated with AI were non-adherent.
Pharmaco-economic studies have been undertaken based on the early results of some of the trials, but they were based on the (at that time reasonable) assumption that early changes in DFS would translate into improvements in overall survival; they may also have suffered from bias because of sponsorship by companies that were marketing the AIs (Hind et al. 2007 ). There is a substantial difference in price of tamoxifen and AIs: 1 month of tamoxifen treatment costs about 10 Euros, whereas 1 month of treatment with an AI is about 15 times more expensive. Thus, in situations where an AI does not improve either overall survival or its quality, tamoxifen is far more cost-effective.
Based on the results of the trials, and the above considerations relating to toxicity and cost, we suggest that adjuvant therapy for postmenopausal women with HoR-positive breast cancer at high risk of recurrence (and low risk of toxicity from AIs) should include a period of treatment with an AI. Is it possible to agree upon the definition of high risk? In the ATAC trial, anastrozole was reported to reduce the risk of early recurrence during the first 2 years, and risk factors for early recurrence of HoR-positive tumours are high tumour grade, weak expression of HoRs and axillary lymph node involvement (Debled et al. 2007 , Kennecke et al. 2008 . Also, the BIG 1-98 trial was retrospectively analysed using the tumour proliferation marker Ki-67: letrozole led to superior DFS compared with tamoxifen in highly proliferative tumours, whereas no difference was observed in low proliferative tumours (Viale et al. 2008) . In the ATAC trial, a retrospective analysis examined the influence of the Oncotype DX Recurrence Score (Dowsett et al. 2010a,b) , which is strongly correlated with tumour proliferation (Paik et al. 2004 ). This study confirmed that the recurrence score gives additional prognostic information to traditional factors in patients treated with either tamoxifen or an AI. Thus, a regimen that first includes an AI is probably a judicious choice for patients who meet criteria for high risk of recurrence, especially those who have node-positive disease. However, if current results of the BIG 1-98 trial are confirmed, switching to tamoxifen after 2 years of treatment with an AI seems appropriate.
The results of the trials reviewed above do not support the routine use of an AI in women at low risk of recurrence, except for the rare patient with a high probability of toxicity from tamoxifen, and perhaps also in patients with low CYP2D6 function or under medications that interfere with its metabolism (Punglia et al. 2008 , Schroth et al. 2009 , Seruga & Tannock 2009 , Kelly et al. 2010 . It is uncertain whether AIs are associated with a small improvement in breast cancer mortality for such women, and even if a small difference was confirmed with longer follow-up, it must be weighed against the adverse events and substantially higher cost of AIs. For example, tamoxifen is known to exhibit protective effects against coronary diseases, whereas the cardiovascular effects of AIs are under evaluation (Nordenskjöld et al. 2005) . According to the surveillance epidemiology and end results (SEER) database from the United States National Cancer Institute, women over 70 years treated for pN0 breast cancer have a greater risk of death from cardiovascular disease than from breast cancer (Diab 2005) . The same logic applies to patients above 80 years of age treated for breast cancer with involvement of one to three axillary lymph nodes.
Continuing hormone therapy with an AI after 5 years of tamoxifen was shown to improve DFS, but we do not know whether these results are better than those obtained by switching among agents at 2-3 years. The presence of axillary lymph node involvement is the Endocrine-Related Cancer (2011) 18 R79-R89 www.endocrinology-journals.org R85 major risk factor for late recurrence after 5 years (Kennecke et al. 2007 ). The ATLAS trial compared 5 years of tamoxifen to 10 years of tamoxifen in a total of 11 500 patients. Continuing tamoxifen beyond 5 years resulted in a significant reduction in recurrence rates (Peto 2007) . As yet, there is insufficient evidence to support continuation of hormone therapy with an AI after 5 years.
In conclusion, the introduction of AIs has provided more options for adjuvant treatment of postmenopausal women. AI are associated with improved DFS, but less commonly with improvement in OS. Current evidence suggests that women at high risk of recurrence, especially those with node-positive disease, should receive an AI as part of their treatment, but routine prescription of AIs to postmenopausal patients with low-risk disease is not appropriate. Not only the expected benefits but also the specific toxicity of the prescribed hormone therapy, and its cost, should be considered when selecting treatment.
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